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International application No. 

PCT/JP99/00833 
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24 February 1999 (24.02.99) 
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Applicant 
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This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



. sheets, including this cover sheet. 



| | This re P° rt is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



. sheets. 
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Basis of the report 
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Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability- 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Authorized officer 
Telephone No. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP99/00833 



I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 
the description: 

pages 

pages 

pages 



□ 



. as originally filed 
, filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 1 9 
, filed with the demand 



filed with the letter of 



□ 



the drawings: 
pages 

pages 

pages 



, as originally filed 

, filed with the demand 



filed with the letter of 



I I the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 



, filed with the demand 



filed with the letter of 



With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is* 

□ the language of a translation furnished for the purposes of international search (under Rule 23 1(b)) 

□ 

the language of publication of the international application (under Rule 48 3(b)) 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55 2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 



□ 
□ 
□ 
□ 
□ 

□ 
□ 



contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

The amendments have resulted in the cancellation of: 

the description, pages 

the claims, Nos. 

□ 



the drawings, sheets/fig . 



5 r~| Tnis report has been established as if (some of) the amendments had not been made, since they have been considered to go 
— beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70 16 
and 70.17). 

* Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



5-10 



1-4 



1-10 



1-10 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 

Claims 1-4 

Document 1 cited in the international search report 
(T. N. Dam et al . , *The vitamin D 3 analog calcipotriol 
suppresses the number and antigen-presenting function of 
Langerhans cells in normal human skin", J. Invest. 
Dermatol. Symp. Proc. (1996), Vol. 1, No. 1, pp. 72-77) 
indicates that 1 , 25 (OH) 2 -vitamin D 3 and calcipotriol 
suppress Langerhans cells and suppress immune reaction, 
and also that Langerhans cells have a vitamin D receptor. 

Document 2 (M. Bagot et al . , ^Immunosuppressive 
effects of 1, 25-dihydroxy vitamin D 3 and its analog 
calcipotriol on epidermal cells", Br. J. Dermatol., 
(1994), Vol. 130, No. 4, pp. 424-31) indicates that 
1, 25 (OH) 2-vitamin D 3 and calcipotriol act directly on 
Langerhans cells in human skin, and suppress immune 
reaction . 

Therefore, Claims 1-4 are obvious because they are 
disclosed in Documents 1 and 2 cited in the international 
search report. 



Claims 5-10 

Document 3 (N. Takaura et al . , *The distribution of 
cells positive for S-100 protein in conjunctiva", Acta 
Societatis Ophthalmogicae Japonicae, (1995), Vol. 99, No. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/JP 99/00833 



8, pp. 873-877) discloses the existence of classic 
Langerhans cells in the stroma of the cornea at the 
limbus, states that since Langerhans cells are immune 
cells and strongly express major histocompatibility 
complex (MHC) Class II antigens as surface antigens they 
are thought to act as antigen presenting cells in the 
superficial tissues of the body transmitting antigen 
information from the outside world to T lymphocytes, and 
indicates that more positive cells were noted in sites 
such as around the blood vessels of beneath the epithelium 
of the limbus of the cornea and in the stroma of the 
cornea at the limbus in a group with allergic 
conjunctivitis than in a normal group, that Langerhans 
cells contribute to seasonal allergies as well as delayed 
hypersensitivity and in patients with allergic 
conjunctivitis such as vernal conjunctivitis there is an 
increase in Langerhans cells in the conjunctival 
epithelium and the stroma, and that the increase in cells 
positive for S-100 protein, thought to be Langerhans 
cells, appears to be a histological manifestation of 
changes in Langerhans cells due to allergic reaction. 

And Document 1 indicates that there is a vitamin D 
receptor in Langerhans cells and that vitamin D compounds 
such as 1, 25 (OH) 2-vitamin D 3 suppress immune reaction. 

Therefore, the use of vitamin D compounds such as 
1, 25 (OH) 2-vitamin D 3 as eye drops for treating different 
inf lammatory conditions of the eye as in Claims 5-10 is 
obvious from the disclosures in Documents 1 and 3. 
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(54)Title: LANGERHANS CELL MIGRATION INHIBITORS 



(57) Abstract 

Langerhans cell migration inhibitors containing activated vitamin D as the active ingredient. These inhibitors are useful in preventing 
inflammations caused by immune reactions in the skin or cornea and treating these inflammations after onset while showing little side effect. 
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